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PRIOR AUTHORIZATION POLICY

PoLicy: Inflammatory Conditions — Arcalyst Prior Authorization Policy
e Arcalyst® (rilonacept subcutaneous injection — Regeneron)

REVIEW DATE: 01/20/2021; selected revision 04/07/2021 and 08/11/2021

OVERVIEW
Arcalyst, an interleukin-1 blocker, is indicated for the following uses:'
e Cryopyrin-associated periodic syndromes (CAPS), including familial cold autoinflammatory
syndrome and Muckle-Wells syndrome, for treatment of patients > 12 years of age.
o Deficiency of interleukin-1 receptor antagonist (DIRA), for maintenance of remission in patients
weighing at least 10 kg.
e Pericarditis, for treatment of recurrent disease and reduction in risk of recurrence in patients > 12
years of age.

In the pivotal trial for CAPS, patients had significant improvement in symptom scores with Arcalyst
through Week 6 which were maintained through Week 15. The pivotal trial for DIRA enrolled patients
with a loss of function /L/RN mutation who previously experienced a benefit with Kineret® (anakinra
subcutaneous injection). All patients (n = 6) were in remission at Month 6 and sustained remission for the
remainder of the 2-year study. In the pivotal trial for pericarditis, patients had a mean of 4.7 total episodes
of pericarditis (standard deviation, + 1.7 episodes), including the current episode. All patients who enrolled
in the study were symptomatic despite treatment with standard treatment (e.g., nonsteroidal anti-
inflammatory drugs [NSAIDs], colchicine, and/or systemic corticosteroids). Patients who responded to
Arcalyst during the initial 12 weeks of treatment, defined as C-reactive protein < 0.5 mg/dL with minimal
or no pain (daily rating pain score), were eligible for continuation in the randomized withdrawal period.

Guidelines

Pericarditis

Guidelines for acute and chronic pericarditis are available from the American College of Cardiology
(2020). A symptom-free interval of 4 to 6 weeks and evidence of new pericardial inflammation are needed
for a diagnosis of recurrent disease. For recurrent disease, controlled clinical trials support a remarkable
reduction in recurrences with colchicine, which should be continued for at least 6 months. Additionally,
low-dose corticosteroids are associated with a high treatment success rate. NSAIDs (e.g., aspirin,
ibuprofen, indomethacin) are also listed as alternatives for recurrent disease. Immunosuppressive drugs,
including azathioprine, methotrexate, and mycophenolate mofetil, are effective, well tolerated, and used as
corticosteroid-sparing agents. There is also limited evidence suggesting efficacy of intravenous
immunoglobulins. Although Arcalyst was not yet approved for recurrent pericarditis, the guidelines note
that benefit was shown in a Phase II study, demonstrated by a decrease in chest pain and C-reactive protein
levels.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Arcalyst. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Arcalyst as well as the
monitoring required for adverse events and long-term efficacy, initial approval requires Arcalyst to be
prescribed by or in consultation with a physician who specializes in the condition being treated. All
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approvals are provided for the duration noted below. In cases where the approval is authorized in months,
1 month is equal to 30 days.

All reviews for use of Arcalyst for COVID-19 and/or cytokine release syndrome associated with COVID-
19 will be forwarded to the Medical Director.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Arcalyst is recommended in those who meet the following criteria:

FDA-Approved Indications

1.

3.

Cryopyrin-Associated Periodic Syndromes. Approve for the duration noted if the patient meets one
of the following (A or B):
Note: This includes familial cold autoinflammatory syndrome, Muckle-Wells Syndrome, and neonatal
onset multisystem inflammatory disease or chronic infantile neurological cutaneous and articular
syndrome.
A) Initial Therapy. Approve for 3 months if the patient meets the following conditions (i and ii):
i. Patientis > 12 years of age; AND
ii. The medication is prescribed by or in consultation with a rheumatologist, geneticist,
allergist/immunologist, or dermatologist.
B) Patient is Currently Receiving Arcalyst. Approve for 3 years if the patient has had a response, as
determined by the prescriber.

Deficiency of Interleukin-1 Receptor Antagonist. Approve for the duration noted if the patient meets
one of the following (A or B):
A) Initial Therapy. Approve for 6 months if the patient meets all of the following (i, ii, iii, and iv):
i. Patientis > 10 kg (22 pounds); AND
ii. Genetic testing has confirmed a mutation in the /L/RN gene; AND
iii. According to the prescriber, patient has demonstrated a clinical benefit with Kineret (anakinra
subcutaneous injection); AND
Note: Examples of a clinical response with Kineret include normalized acute phase reactants;
resolution of fever, skin rash, and bone pain; and reduced dosage of corticosteroids.
iv. The medication is prescribed by or in consultation with a rheumatologist, geneticist,
dermatologist, or a physician specializing in the treatment of autoinflammatory disorders.
B) Patientis Currently Receiving Arcalyst. Approve for 3 years if the patient has responded to therapy,
as determined by the prescriber.
Note: Examples include sustained remission; continued resolution of fever, skin rash, and bone
pain; normalized acute phase reactants.

Pericarditis. Approve for the duration noted if the patient meets one of the following (A or B):
A) Initial Therapy. Approve for 3 months if the patient meets all of the following (i, ii, iii, iv, and v):
i. Patientis > 12 years of age; AND
ii. Patient has recurrent pericarditis; AND
iii. Prior to starting treatment with Arcalyst, the patient has a history of at least three episodes of
pericarditis; AND
iv. Patient meets one of the following (a or b):
a) For the current episode, the patient is receiving standard treatment; OR
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b) Standard treatment is contraindicated; AND
Note: Standard treatments for pericarditis include nonsteroidal anti-inflammatory drug(s)
[NSAIDs], colchicine, and/or systemic corticosteroids.
v. The medication is prescribed by or in consultation with a cardiologist or rheumatologist.
B) Patient is Currently Receiving Arcalyst. Approve for 1 year if the patient has a clinical response,
as determined by the prescriber.
Note: Examples of clinical response include the absence of symptoms of pericarditis (e.g., absence
of chest pain with normalization of inflammatory biomarkers such as erythrocyte sedimentation
rate and/or C-reactive protein), continued resolution of fever and bone pain.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Arcalyst is not recommended in the following situations:

1. Concurrent Biologic Therapy. Arcalyst should not be administered in combination with another
biologic agent for an inflammatory condition (see Appendix for examples).'! Arcalyst has not been
used in combination with tumor necrosis factor inhibitors (TNFis). An increased incidence of serious
infections has been associated with another interleukin-1 blocker (Kineret® [anakinra subcutaneous
injection]) when given in combination with TNFis.

2. COVID-19 (Coronavirus Disease 2019). Forward all requests to the Medical Director.

Note: This includes requests for cytokine release syndrome associated with COVID-19.

3. Coverage is not recommended for circumstances not listed in the Recommended Authorization
Criteria. Criteria will be updated as new published data are available.

REFERENCES

1. Arcalyst® for injection [prescribing information]. Tarrytown, NY: Regeneron Pharmaceuticals; March 2021.

2. Chiabrando JG, Bonaventura A, Vecchie A, et al. Management of acute and recurrent pericarditis. J Am Coll Cardiol.
2020;75(1):76-92.

3. Klein AL, Imazio M, Cremer P, et al. Phase 3 trial of interleukin-1 trap rilonacept in recurrent pericarditis. N Engl J Med.

2021;384(1):31-41.



Preferred( )ne®

HISTORY

Type of Revision

Summary of Changes

Review Date

Annual Revision

No criteria changes.

11/06/2019

Selected Revision

COVID-19: This indication (including use in cytokine release syndrome associated
with COVID-19) was added to the policy as a Condition Not Recommended for
Coverage. All reviews are directed to the Medical Director.

04/01/2020

Annual Revision

No criteria changes.

11/18/2020

Early Annual
Revision

Deficiency of Interleukin-1 Receptor Antagonist: Criteria for this newly approved
condition were added to the policy. For an initial 6-month approval, the patient must
weigh > 22 kg, genetic testing must have confirmed a mutation in the /L/RN gene, and
the patient must have tried Kineret. Additionally, Arcalyst must be prescribed by or in
consultation with a specialist. For a patient currently taking Arcalyst, a 3-year approval
is authorized in the patient has responded to therapy.

01/20/2021

Selected Revision

Pericarditis: This newly approved indication was added to the policy. Criteria
approve for 3 months of initial therapy if the patient is > 12 years of age with recurrent
pericarditis, if the patient is taking standard therapies, unless contraindicated, and if
prescribed by or in consultation with a cardiologist or theumatologist. Prior to starting
Arcalyst, there is also a requirement that the patient has at least three episodes of
pericarditis in the previous year. Criteria approve for 1 year for a patient currently
taking Arcalyst if the patient had a clinical response.

04/07/2021

Selected Revision

Pericarditis: The requirement that the patient has a history of at least three episodes
of pericarditis prior to starting Arcalyst was changed to remove the requirement that
these episodes were in the past year.

08/11/2021




Preferred( )ne®

APPENDIX
Mechanism of Action Examples of Inflammatory
Indications”

Biologics

Adalimumab SC Products (Humira®, biosimilars) Inhibition of TNF AS, CD, PJIA, PsO, PsA, RA, SJIA,
uC

Cimzia® (certolizumab pegol SC injection) Inhibition of TNF AS, CD, PsO, PsA,RA

Etanercept SC Products (Enbrel®, biosimilars) Inhibition of TNF AS, PJIA, PsO, PsA, RA, SITA

Infliximab IV Products (Remicade®, biosimilars) Inhibition of TNF AS, CD, PJIA, PsO, PsA, RA, SJIA,
UC

Simponi®, Simponi® Aria™ (golimumab SC Inhibition of TNF SC formulation: AS, PsA, RA, UC

injection, golimumab IV infusion)

IV formulation: AS, PsA, RA

Actemra® (tocilizumab IV infusion, tocilizumab SC
injection)

Inhibition of IL-6

SC formulation: PJIA, RA, SITA

IV formulation: PJIA, RA, SJTIA

Kevzara® (sarilumab SC injection)

Inhibition of IL-6

RA

Orencia® (abatacept IV infusion, abatacept SC

T-cell costimulation

SC formulation: PJIA, PSA,RA

injection) modulator IV formulation: PJIA, PsA, RA
Rituximab IV Products (Rituxan®, biosimilars) CD20-directed cytolytic RA
antibody
Ilaris (canakinumab SC injection) Inhibition of IL-1f3 SJIA
Kineret® (anakinra SC injection) Inhibition of IL-1 RA, SJIA"

Stelara® (ustekinumab SC injection, ustekinumab IV
infusion)

Inhibition of IL-12/23

SC formulation: CD, PsO, PsA, UC

IV formulation: CD, UC

Silig™ (brodalumab SC injection) Inhibition of IL-17 PsO
Cosentyx " (secukinumab SC injection) Inhibition of IL-17A AS, PsO, PsA
Taltz® (ixekizumab SC injection) Inhibition of IL-17A AS, PsO, PsA
Ilumya" (tildrakizumab-asmn SC injection) Inhibition of IL-23 PsO
Skyrizi"™ (risankizumab-rzaa SC injection) Inhibition of IL-23 PsO
Tremfya" (guselkumab SC injection) Inhibition of IL-23 PsO
Entyvio™" (vedolizumab IV infusion) Integrin receptor antagonist | CD, UC
Targeted Synthetic DMARDs
Otezla® (apremilast tablets) Inhibition of PDE4 PsO, PsA
Olumiant® (baricitinib tablets) Inhibition of the JAK RA

pathways
Rinvoq® (upadacitinib extended-release tablets) Inhibition of the JAK RA

pathways
Xeljanz®, Xeljanz XR (tofacitinib tablets, tofacitinib Inhibition of the JAK RA, PsA, UC
extended-release tablets) pathways

* Not an all-inclusive list of indication (e.g., oncology indications and rare inflammatory conditions are not listed). Refer to the
prescribing information for the respective agent for FDA-approved indications; SC — Subcutaneous; TNF — Tumor necrosis factor;
AS - Ankylosing spondylitis; CD — Crohn’s disease; PJIA — Polyarticular juvenile idiopathic arthritis; PsO — Plaque psoriasis; PsA
— Psoriatic arthritis; RA — Rheumatoid arthritis; SJIA — Systemic juvenile idiopathic arthritis; UC — Ulcerative colitis; IV —
Intravenous; IL — Interleukin; * Off-label use of SJIA supported in guidelines; PDE4 — Phosphodiesterase 4; JAK — Janus kinase.



PreferredOne Community Health Plan Nondiscrimination Notice

PreferredOne Community Health Plan (“PCHP”) complies with applicable Federal civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, or sex. PCHP does not exclude people or treat
them differently because of race, color, national origin, age, disability, or sex.

PCHP:
Provides free aids and services to people with disabilities to communicate effectively with us, such as:
* Qualified sign language interpreters
» Written information in other formats (large print, audio, accessible electronic formats, other formats)

Provides free language services to people whose primary language is not English, such as:
* Qualified interpreters
* Information written in other languages

If you need these services, contact a Grievance Specialist.

If you believe that PCHP has failed to provide these services or discriminated in another way on the basis of race, color,
national origin, age, disability, or sex, you can file a grievance with:

Grievance Specialist

PreferredOne Community Health Plan

PO Box 59052

Minneapolis, MN 55459-0052

Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist is
available to help you.

You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights,
electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at:

U.S. Department of Health and Human Services
200 Independence Avenue, SW

Room 509F, HHH Building

Washington, D.C. 20201

1-800-368-1019, 800-537-7697 (TDD)

Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Language Assistance Services

ATTENTION: If you do not speak English, language assistance services, free of charge, are available to you. Call 1.800.940.5049 (TTY: 763.847.4013).
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiiistica. Llame al 1.800.940.5049 (TTY: 763.847.4013)-

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.800.940.5049 (TTY: 763.847.4013).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 1.800.940.5049 (TTY: 763.847.4013).
CHU Y: Néu ban néi Tiéng Viét, co cac dich vu hd tro ngdn ng mién phi danh cho ban. Goi s6 1.800.940.5049 (TTY: 763.847.4013).

R AR RS DR EIESEE S RIS - 552(E 1.800.940.5049 (TTY: 763.847.4013) -

BHWMAHWE: Ecnu Bbl roBOpUTE Ha PYCCKOM 53blke, TO BaM AOCTYNHbI 6ecnnaTHble ycnyru nepesoga. 3soHuTte 1.800.940.5049 (Tenetann: 763.847.4013).
Wogw:n 0 n w” Twrz 990, MWL 2 NIy cum_ 50 mwazm, osv T 3 e 9, ww vu w suln v w. s

1.800.940.5049 (TTY: 763.847.4013).

NAFOF; 0915741 RIE ATICE AP CFCTI° ACAS LCEPTE (1% ALTHPT HHIEHPA: 0L TLhtAD RTC £LM- 1.800.940.5049
(P07t AFASTFD-: 763.847.4013).

ogsﬁﬁos:)a:— 56100031 ;8 afHeacl. @61@_%.0’%83300(1-61@110)1 BB $ooé1:n§og§ﬁc€1. o3: 1.800.940.5049 (TTY: 763.847.4013).

ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 1.800.940.5049 (TTY:
763.847.4013).

e GEsygasSunw Manigl, NSSWwigmAmMmMan 1IwBSsSARWU SHIoTESNUUITEMY ©1 gieds 1.800.940.5049 (TTY: 763.847.4013).4
(763.847.4013 ;o)) 5 auall Ciila o25) 1.800.940.5049 a8 Jaail ol Gl a0 655 4 galll 3acbusall cilaad ol cdalll (K3 Eaati ¢S 1Y) -dds gala
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 1.800.940.5049 (TTY: 763.847.4013).

=2 =012 AIBotAlE Z 2, 20l NI MHIAE S22 0I26tA o= UASLICH 1.800.940.5049 (TTY: 763.847.4013). HO 2 F 3ol FAAI2L.

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa
1.800.940.5049 (TTY: 763.847.4013).

NDR PCHP LV (10/16)



PreferredOne Insurance Company Nondiscrimination Notice

PreferredOne Insurance Company (“PIC”) complies with applicable Federal civil rights laws and does not discriminate
on the basis of race, color, national origin, age, disability, or sex. PIC does not exclude people or treat them differently
because of race, color, national origin, age, disability, or sex.

PIC:
Provides free aids and services to people with disabilities to communicate effectively with us, such as:
* Qualified sign language interpreters
» Written information in other formats (large print, audio, accessible electronic formats, other formats)

Provides free language services to people whose primary language is not English, such as:
* Qualified interpreters
* Information written in other languages

If you need these services, contact a Grievance Specialist.

If you believe that PIC has failed to provide these services or discriminated in another way on the basis of race, color,
national origin, age, disability, or sex, you can file a grievance with:

Grievance Specialist

PreferredOne Insurance Company

PO Box 59212

Minneapolis, MN 55459-0212

Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist is
available to help you.

You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights,
electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf,
or by mail or phone at:

U.S. Department of Health and Human Services
200 Independence Avenue, SW

Room 509F, HHH Building

Washington, D.C. 20201

1-800-368-1019, 800-537-7697 (TDD)

Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Language Assistance Services

ATTENTION: If you do not speak English, language assistance services, free of charge, are available to you. Call 1.800.940.5049 (TTY: 763.847.4013).
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiiistica. Llame al 1.800.940.5049 (TTY: 763.847.4013)-

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.800.940.5049 (TTY: 763.847.4013).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 1.800.940.5049 (TTY: 763.847.4013).
CHU Y: Néu ban néi Tiéng Viét, co cac dich vu hd tro ngdn ng mién phi danh cho ban. Goi s6 1.800.940.5049 (TTY: 763.847.4013).

R AR RS DR EIESEE S RIS - 552(E 1.800.940.5049 (TTY: 763.847.4013) -

BHWMAHWE: Ecnu Bbl roBOpUTE Ha PYCCKOM 53blke, TO BaM AOCTYNHbI 6ecnnaTHble ycnyru nepesoga. 3soHuTte 1.800.940.5049 (Tenetann: 763.847.4013).

Wogau:n 9 1w T awazr 990, NwL 2 NIwg cswm_ " s0 wwaz, loev 3 de 9, cn vy w suln v w. s

1.800.940.5049 (TTY: 763.847.4013).

NAFOF; 0915741 RIE ATICE AP CFCTI° ACAS LCEPTE (1% ALTHPT HHIEHPA: 0L TLhtAD RTC £LM- 1.800.940.5049
(P07t AFASTFD-: 763.847.4013).

ogsﬁﬁos:)a:— 56100031 ;8 afHeacl. @61@_%.0’%83300(1-61@110)1 BB $ooé1:n§og§ﬁc€1. o3: 1.800.940.5049 (TTY: 763.847.4013).

ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 1.800.940.5049 (TTY:
763.847.4013).

e GEsygasSunw Manigl, NSSWwigmAmMmMan 1IwBSsSARWU SHIoTESNUUITEMY ©1 gieds 1.800.940.5049 (TTY: 763.847.4013).4
(763.847.4013 ;o)) 5 auall Ciila o25) 1.800.940.5049 a8 Jaail ol Gl a0 655 4 galll 3acbusall cilaad ol cdalll (K3 Eaati ¢S 1Y) -dds gala
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 1.800.940.5049 (TTY: 763.847.4013).

=2 =012 AIBotAlE Z 2, 20l NI MHIAE S22 0I26tA o= UASLICH 1.800.940.5049 (TTY: 763.847.4013). HO 2 F 3ol FAAI2L.

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa
1.800.940.5049 (TTY: 763.847.4013).

NDR PIC LV (10/16)



